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(57) Abstract: It is intended to disclose an agent controlling the apoptosis induction by p73 or p53 by clar.fy.ng the interac ion 
between p73 and AN P 73 at the gene and protein levels, a method of enhancing apoptosis of tumor cells wilh the use of die controll.ng 
agent, a p53 and p73 transcription controlling agent comprising a p73 gene and a ANp73 gene nucleic acd I med.c.nal composrt.ons 
containing a gene-therapeutic composition serving as die above controlling agent, a method of screening the controll.ng agent, etc. 
In tumor cells, the apoptosis inducing activity of P 73 is regulated by forming a heterooligomer w.th the « ^"'^ <!* 
example, a nucleic acid containing a base sequence hybridizable with the base sequence represented by SEQ ID NO.l) wh.ch p73- 
antagonistically binds to a ANp73 promoter and thus regulating the promoter activity. Thus the apoptos.s of the tumor cells can be 
enhanced. 
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h"C> ^VMi_LfB<£>J; 5> ^ ANp 7 3 ^Slft^-f^— trJBV^S RT- P C RT? 
*5lf&£;ftfc 0 i~/fet?*>. p73a ANp73a <£>3g^,£r^^-5 0 Sfc, p 
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t> b< 0) fc£^xmM&tiZ>Z.b-bmt>fafci5thfc 0 fcTs p 7 3 t AN 
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m&m^VT'u ha7Wz:$|V\ Trizol MM (GIBCO/BRL) f: fete RNeasy Mini Kit 
(QIAGEN) IT, h-^A-RNA «r»RUfc. 7 ^^jr^>("^^-t Moloney 

murine leukemia virus-reverse transcriptase (Superscript E, GIBCO/BRL) 
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«\ HA-p 73 l^bX. 5' -TGGCTTACCCATACGATGTTC-3' (^^^^O (WM^^ 
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5' -CGCCTACCATGCTGTACGTC-3* ( i? ^ X #| ) ) ( S JlJ f ^ 6) £ 
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■^•^ K^V«^^(HA)-^^*$tLfcp73a ^fcfip73j3 3r=i — i K*^£ lftMMfe3B 
M. Kaghad^fe^fli^ttfCo HA-p63 y (DlSm^^ => K 

fi S. Ikawa i>* 6>#If $ frtfco A Np73 <D NH 2 *S^^^r 3^Kf§ 494-bp <£> cDNA 

20 £r SH-SY5Y M&\C&m~i-% — RNA Sr^X, RT-PCR iZ^V) jg if@ Ufc„ SfilB 

$B fl& i± . Ad-p73« laoTHi^tfc, tffl tfc^7-f 
5' -GGATTCAGCCAGTTGACAGAACTA-3' (*fc>-.X#)(E?r|#-5- 10) 33 «fc V 
5' -GTGCTGGACTGCTGGAAAGT-3' (TVfty^i) (ffi#J#-S§- 11) X&ofe 0 ^(D^fe^ 
^^"P =f** K^^-r— t h ANp73 ^V^iaMi:^^^ ANp73 

25 cDNA (S:(tAtt#-§- Y19235) t fc*3i UXjLffi l^^ffi^I^S^V^T^fh 

£frbfc 0 JfifilUfc^^^r pGEM-T Easy vector (Promega) fclr^ n — ^ LT, 
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P GEM-ANp73 £r#fc 0 i(DW07^7^T^f^it DNA 9=-V*'r&k 
f&bfc D pGEM-ANp73 £rfP#l&fc: NanrI -£ffifc U ¥?#5jc$Hb UT^ NanrI T?£ 

n^-^Mfbu m 2 ^m^(Dpmmmm^m)f^ P cDNA3-HA- P 73a ^tz.n 

pcDNA3-HA-p73 0 (DB^&OKBW bfc KpnI-NanrI Ufafe^* u — ^ b"C, 
•etb pcDNA3- A Np73 a 33£U pcDNA3- A Np73 j3 £r#fc 0 TvV «7 -f ^^^^9 
&—(DMM<Dfn#>fc^ pcDNA3-p53 s pcDNA3-HA-p73 a s pcDNA3-HA-p73 /3 N ^fd 
pcDNA3- A Np73 a £. & 5fe-f 5 Hindlll-Xbal flfl mW^ffittMFC %^l^/!>77^ 
^ >- h^iftl/tx^t h/W^^— pHMCMV6 (Ozaki b) (DgfStKjfc'f^fP L-/c NotI 
g|U&Wf Abfc D *g-v^ h/W<>7 I-Ceul *5 J^PI-Scel ^mbbT, 

*.TtV ;\'^mmW<D% s -x%:?B.cI TimfciU 293 h^^^^^i^ b b 

(3l^#t) 

1 mM 7 ^vl^/l^^/V^ a r) K^T-^tP EBC ^ y 7 T ~~ (50 mM Tris-HCl 

pH 8. 0/120 mM NaCl/0. 5% Nonidet P-40) JWlSSrlSjl?* *:<DW&®lt: 

4°C, 15 14, OOOrpm t?3i'L>#gi U X . WWill bfc * >v** SMIStts Bradford 

(omw^^z^t^ ^-^n >y.y&%T<Dtz.m^ 9 ^?m% SDS MV T =• K<7* 

/P-^— ft- TBST(10 mM Tris-HCl pH 8. 0/150 mM NaCl/0. 1% Tween 20) %*<D 5%ffijfc 
5 /V? ~Q 1 V$m, mm.X*-? ny? Ufc„ ^Ot, / 9 u — jvl^ HA (12CA5, Roche 
Molecular Biochemicals)^^^/ 9 ^ w - > 7vH7L p73 a (Ab-1, Oncogene Research 
Products) 37L#\ fcfi^E- y 9 t2 —* ?"^6t p53 (D0-1, Oncogene Research Products) 
^Tlft:^ 1 B#JSU ^fit'f^a^bUfc. gl^/I^ — ST* — ^77*^Va^ 

flfz-it^^yt (ECL, Amersham Pharmacia Biotech) \Z £ o T^tti Ufc 0 
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fc 0 b V 7 ^ ? iy a l/(D 48 » % EBC ^ y~7 t —400 # 1 4» -e|ffij§£ 

**FU ^BfP^^^ab, 4°C, 15^, 14,000rpm-e^^gfLT, UmB. 
5 g£grJ&<?|^7fc 0 »Mft<D#i:\ ^U%mMm 400 /ig £^ p ^ n 

HA (Medical and Biological Laboratories) ^ fz. \± 7$ V ? n — ^/P-^l 

p53(D0-l PAbl801, Oncogene Research Products) $g-£H^ 

10 17 T ' — *T? 3 H]$fc?#- 

(ANp73 Zfti^r— jgj^ojrxi— ~^Jf) 
ANp73 :/ 3' ANp73 Zfu*E:<-#~-&j&& PA C ^ n-^(dJ363Hll) 

h^f=7^ — 5' -CCAGGGAGGATCTGTAGCTG-3' ( -fe ^ ^ ^ ) ( M M # 12) *5 J: 
5' -TGAACCCTACACTGCAGCAA-3' (T^i-r V;*^) (ig?!I#f 13) £rlSV>-C N RT-PCR 
15 fcl J; U Lfc 0 Jgjg bfc PCR (2. 9 Kb) pGEM-T Easy vector (Promega) \Z. 

jti^U-=y^tT, P GEM-ANp73 £#fc 0 ^ (D*^#)(DgS^J^ DNA v" — ^cc. 
• >-^-C5imbfc 0 . — lC5 , -^»^^$t5.fci6fc > ^/D2.9..I0>|$r/t.£r 
pGL2--<— > j/ ^ a. ^ — if - ^ - (Promega) Sf ftj^tfii bfc Xhol 

mc^^ n -c=. ^ U-C.PGL2- ANp73PF £r#fc oP GL2- ANp73PF £ Smal.Ncol, 
20 £^*StuI-«teU sp^C^U lalf^fT, pGL2-AN P 73P(-1082) > 

pGL2-ANp73P(-911), l§=7tte pGL2- ANp73P(-63) ^^f^^^^tz. 0 £ 

pGL2-AN P 73PFSrgp^^ApaiTM'ft;u mmmmmfcm)t<D&* lt, 

¥it*Sftt, gB^^-^Ts pGL2-ANp73PF(-1245) N pGL2- ANp73PF(-786) > 
pGL2- A Np73P (-6 19) „ 33 J: & P GL2- A Np73P (-203) £ 1§:fc 0 A Np73P (-184) % 

25 ANp73P (-100). ANp73P(-80) > ANp73P(-76) N ANp73P(-71) s ANp73P(-66) N 

■HfctZ ANp73P(+l) fc&\Z.^ pGEM-AN P 73P W h £ LTffl 
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V\ -mfat- % PCR *^?*i#S Ufc„ # fe ttfc PCR =gr pGL2-^— ^ y ^ /U*y 

5 |K5s#Offi:^i!rt£$£V\ TNT Quick Coupled Transcription/Translation System 

(Promega)SrJlV^ p73 a N p73 j3 . *fcf* p53 £r-f i/tf fPt^^fc, «M 

%rnmm^yvyr-y^^\^ sxm^m^^t^fc^o \z. (ozaki eonisLfc « 

JIMc W:. 2 JJ * l/^-^ K£r T4 y ^ ^ V^-^ Y?3ri — if &^T. 32 P 

^libfCo jffl^^Jf0.^^i5??^4MlN 12. 5 raM Tris-HCl (pH7. 5) N 50mMKCl s 3.125 
10 raM MgCl 2N 0.25 mM EDTA S 0.5 mM DTT. 5%J? JJ "fe n — /K 100 g/ml stf P (dl-dC) 

£r^t?£OS«f , DNA ?>s<?mM;*£?$:mML,ti 0 ^KDKmU^m^ 

lxTris-tfc ^^*g;-EDTA ^ $/ 7 T^-^K 5%*K y T ^ U /I'T ^ K^_h N ^fi~e£Hf 

(/W^a^— f? - Utf— ? — T-y^-i ) 
15 /V^7i7^- l/7js— T^/ir-Y<7)rt46j3:, SA0S-2iBJ3& (p53<Dzft^^-^ 

^^:) % h7>-*7 ^?i/3 Z/<D 24 Bff^ftlr^ 12 >>x;^^ h (5xl0 4 |BjJg/^ac 
\Z 3 bfc„ ANp73 a- -tUtti: ANp73 0 <D#^E, . j£VM3::fq£T N 200 ng 

<D XsiS—Z—-?*? ^ % b\ 20 ng CD pRL-TK ^a- Renilla ;l/^7 ^ 9 —if 

cDNA, 200ng O^?!,^ 0 ^^ 5 R(p53 N p73a ^fc{* p73 0 ) "CUB^S:* b 7 7 
20 en ^ h $ */L 0 V?^^?^? h £ fhfc DNA O^kS^r pcDNA3 (Invitrogen) T?— 5£ 

I^§o fc 0 b 7 >^ 7i^Va 48 B#Pb1^> /W:7 ^ 7 — tf -fc/l'S' 
7i7-f- ^—T^-fe^^^-T-ACPromega)^ ioTM^UfCo 

Renilla ?V%/? at ^fiH4^UTSi3pfb Ufc, 
(MTT^#T ixir-f ) 

25 ^>fy^jRlfe© 24 ^fHBhu^ n SH-SY5Y *5«tt^ SK-N-BE &BJ3££ 96 >7^/l^°W- 

M5xl0\ 2xl0 4 «/>7^/V-e-e^- : ett)l-^®L-^ o ^:^6>«Sr Ad-lacZ ^fc 
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teAd-p73a £J^T> ffim<D MOI T% Bfj^H^ gi$ffc 0 $BJ3&£#^ £ MTT 
T^ir^^oTM^Lfc,, (2-(2-^>^$/-4-=bi37 ; n^/^)-3-(4r 
= h o^cn — A')Hr(2,4-^^7i^)-2H-7 l h^y'P ^A^/^ |* p 

mmm 1 ) ^faiiife^T^yia^ 3^tg an. 7 

3 (DjggUi 

#^lfflMSH-SY5Y«^r^^^7^^<Z)#^T(0, 5, 10, 25 fiM^tg), 

SH-SY5Y«^v-^7°7^^(D#^T(0, 10, 25 ^©H), 36 H#P H ^ 

(D^m\^-<;V^^\z.o\^X, p73a (AW) * fc J4 p53 Wm&jtflfo 

(D0-l)*««t«AS^ny h^^f (JbfB) iao«Lfc 0 ^0 2}^ 
"*% * — ^0©5fefflifc^i~ o r*j RJ« N P 73« #Sfi«J^L#:T?f8«$ti, 

•3p73« J=t)^»ft©^V^^Kt?*>Ds ANp73« ©«I3£5^F« (62 kDa Pozniak 

SH-SY5Y Mm&Z/xy^^-^V&tETiO, 1, 2, 5, 10, 25 fx M 

o^s). 24m$mmistc 0 mmm, f-^RNA^it^ ¥^»#jrt-pcr 

(99ft0! 2 ) p73« £ 5 ANt.73 <£>-jg3!eji^ 

SH-SY5Y lacZ (Ad-lacZ) N p53 (Ad-p53) „ ^ fcf* HA-p73 a (Ad-p73 a ) 

mi-SiamX-T^V^-r/^-e^^^^rfcdHIO: 10) o ^<D36B#P h ^ n ik!fflJS& 
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l/^V>y h&ftofro Jtm*04^-r„ ^VHt Ad-lacZ fcl. 

1^2f± N Ad-p53tC > ^3f± % Ad-p73a fc#j4^« 0 b9! 6>)5>fc .fc 5 

HA-p73cs ©Siatts ANp73 ©3SS%*N|-r<5 # N p53 <D3Sm«s 3SafN*S:©- 
5 &fcV\ 

|^ £g ^ „ SH-SY5Y iB Jl£ lacZ (Ad-lacZ) . P 53(Ad-p53) N * fc f±. 
HA-p73a (Ad-p73a)§r|!8mi-§mm^T7 s V /W* £ iirfc (MIO: 10) „ j£ 

|fe©24NPKI^ b-^/l^RNA(20 jug)SrW3BIU ANp73#M«J^r3— ^ 

10 *f% 1214^ ^ 1 fi x Ad-lacZ V— V 2 tt N Ad-p53 fc N V— ^ 3 Ad-p73a 

^^j-i^i-So rrn, wy3T AN P 73 <om^(omM^Wm-^f^t^o 

S&fBOT^V ^-Y/^M^bfcCMIO: 10)SH-SY5Y N SK-N-AS N ^fcf* 
SK-N-BE f — ^/1/RNA SrUSS U RT-PCR (_h!3) ^Tofc D ^Ir0 6 

r^i~o 0«K GAPDH ©3§m# s 2tflS£ UT^^tbTVN^o D . _LfB£Piil& 
15 J&SrtfSi&kfrK P73a p73 0 ti5 ANp73 e>3B^<Z>ftatt#*91 6>^-t?fcSc 

-T-<-C<^i^^lt^:«. p73o: ^ ANp73a <OT y^Ka >3 V^Si^r. 

^Sr^b-cv^„ •-■ - 

(^J£0!l 3 ) ANp73 ^P^rfriSfi® P73 ^lljflitMM^llg 
if • y 7^— ^ — Ts/-fe-f ) 

20 Ty^:^m<0^m^^y^9—^])^—^—mmi^, pGL2-AN P 73P(~2600K 

P GL2-ANp73P(-1245) N pGL2- ANp73P(-1082) N pGL2- ANp73P (-911) „ 
P GL2-ANp73P(-786) N pGL2- ANp73P(-619) % pGL2- ANp73P(-203) „ 
P GL2-ANp73P(-184) N pGL2- ANp73P(-100) N pGL2- A Np73P (-80) „ 
pGL2- ANp73P (-76) „ pGL2- ANp73P (-71) „ pGL2- ANp73P (-66) N pGL2- ANp73P(-63) 

25 35 «t pGL2- ANp73P (+1) &_hfB<D <fc 5 fcfEK Ufc a r.*L (Dm^$E<0&* ^/V-v- 

^^7—^- U^^7^ (±12) fc^JBU P73a kj&B&Zltito T 
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mm -c s> 5 „ ^^y>-3'^^e> ±m 2. 6 kb mm sr^tp p gl2- a n P 73p (-2600) «\ 

0 8 |4 S AN P 73 Zfn -=E— «ft©aafflB2W***f 0 3f 5t p73 I^M^te. 
p53M#Jia#J£:fi5£P-73 ^@a^J©ffi^|j;b^^^$^ ^ -cV^S 0 |g'^',R fi^JJ ^ 

Yfifc-y ^v 5 ^ ^ lt ff itrf-y^f 5 ^y^t„ 2 ft© $ ;w 5^r± N /h 

#i^p73 ANp73^°n^— ^ — ©Sttftfc^T*fc5 ttx. fcjlfc 

C0"C\ 20bp <£>IE?!| (5' -GGGCAAGCTGAGGCCTGCCC-3' ) (S?9tf 1) SthuIB^v-^ 
^^—if^^^$ F pGL2 7"n^- OJi^J^^f-^V ~ v^" L-T N 
pGL2-ANp73P(-76/-57) Sr # fc 0 200 ng <D Is 7$ — ? — ~? *y * * K 
pGL2- A Np73P (-100) „ &1tt± pGL2- A Np73P (-76/-S7) „ 20 ng <D pRL-TK = — K 
i~S Renilla/l^;^^— - t? cDNA^ 100 ng 038^^7 ^ 5 K(p53,p63 y ,HA-p73 a 
*7t« HA-p73 j3)l? SAOS-2 b =7^7.-7*.? f $-^f c . j(Jb|B) 0 .-/U^^.at 

7«-^ffitt^i]|lfcf-?^^gl 9 (pGL2- ANp73P(-100)) *5 J; TJ« HI 
10(pGL2-ANp73P(-76/-57))^^-r„ 7 s — f± % 5p*&#[ (ftmSIS) T?fc3 0 13 
^"Ti^fi, !? p73 a *5 «fc £N* p73 p & pGL2- A Np73P (-76/-57) <D 

S^afc^T^UV^Ai^fefcfcbfcrir^UTVNS,, P 53 
*Sj;0*p63y Jt*PO^g^fliV\ fot, ANp73r/T3-=E— <$r— © P 73#J%6«f 
fSfeMZ - © 20bp (DMFlfrbfc £ p73^^ 1/^ y }. tfSgg^ U£V>5 £ t 

ia^J#S6«J^^DNA*5«tr>*ia^J^#m^^m^DNA £fflV^ $ b^ffffSp73 

20 



.03061 71 0A1_1_> 



WO 03/061710 



PCT/JP03/00605 



m L-fc D P 73 i%m&)%£'&mn%:^& 6ib P <d* v ? k^^^v >- h 

(5' -GTGCGGTCCAACACATCACCGGGCAAGCTGAGGCCTGCCCCGGACTTGGATGAATACTCAT-3' ) (IB 
?[J## 13)&[y 32 P]ATP ^fiLX. -f^tf hn h yls* V— iXa ^bfc p53(HI 
11 ©l/-y2), HA-p73a (V— ^3~7), HA-p73 j9 (V— ^8~12) N rf^^^J^^ 

fcas-a- dna £ tuta P 73 mm^&mmcD & itn x -^^(d^^ i> 

(DX\ %ki$<Dm 12 f^i-Cl *5£0«C3 -efe^o ^^>°^®DNAlt^#:«r^— ^ 
— i V7 b£«fc*6&<:. ^LHA^^MJ^^#J^O^fc(V— ^6£>J;tJ«ll) 0 
tt^jS'r 4^^^Yx2 ~7V\ZL^m bfc ( W ^ 7 *5 J:tJ? 12) 0 ^ >v«* 

fcfc£^6) X*^~j~ 0 P 73a *5j:t>*p73/3 {4. *^SulB^ V ^ ^ K7 V V 

£ £> h-ta h ^ v' 3 V L-fc HA-p73 j3 ( W" — 1/ 2—10) ^ fci47" 

,m-e^uTv^6 0 m-ir^-y k(dna){4. 1 ^fcf* 10 mmm-vmmv 

^UTV^olIl^bl^k^&J; 5 ^.p73 #S^^ia^J^TW-rS C2 M^DNA 
f± N p73J3-DNA^t-a-ff?f^^*5V^X»^)^^bfCo U#>U CI ^ DNA $3 J; 
T^C3M^DNAl?f4. m&&2tt>ft,it„ P73/3 "C% l^«^m^#btLrc (HI^^ 

-r)o 
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£ fl b <Df— 5?—fait> A Np73 7>n^—?—fy(D^ <Dm£S3ffl p73 5 

(^SM 4 ) p73 £ anp73 tcpmm^m 

293 KCHA-p73a x HA-p73 0 , FLAG- ANp73 a „ *5j;l>* 

5 FLAG- A Np73 0 ) CD 1 MS. fc tt 2 if- JC h 7 7 =r. ? h Lfc„ ±mj&MM 

&&ffiMft&-T?$ !l ^tfc&£l£Z 1 (_b|B) 0 fcfcJRUfc^^KfcEfcFLAG M2 fiftfc 
■V&M-fu -y h^bfc D ^mSrlH 13 ^i~ 0 H|tf» N ANp73a *5£tJ* ANp73 0 
fct. ■Ztl^timfil (^ofc, ^fcfi^S) -e^$tt§„ ANp73 CDM-f y^^-— A 
tfSp73a *5«tt^p73^ - t &m bfrk &ofc„ 

1 0 C0S7 mm 9 * ^ K (p53 N FLAG-Np73 *3 «£ tJ* FLAG-Np73 0 ) CO 1 5® <§= 

fflJfeftftftfe&IPiagU fit P53(D0-1/Pabl80l) £ 3&g82t|S£ £ i*\ ^cV^*C^L-FLAG M2 
^L^T^^ta 5, h##f U/t.3lS*Sriai4tz:*i- 0 H^ ANp73 a *3j;tje ANp73 0 

^ti^enmw m^t^ &tzn&&) P 53 t> P 73« # ±0^730 

#Cfc:>p73 t ANp73 (DWS-Wn^A'^y ^*7--~ t? • Utf—f—Tyt^ (_h|B) 

x~mmutzL 0 saos-2 mm^mmmy^^ ^ k( P 53. P 73«. P 73 0. an P 73c*; 

■$5&T$ ANp730)CD 1 8*^(128^, MDM2 /n^^^^tfV^^^T'y 

IHflHc. SAOS-2 mm^mmmy^^^ K(p53 % p73«, p73 0 N A Np73 a, n *5 
£^ AN P 73i3) ir.Bax^n^E— ^-Sr^-tfi/jK-^— ^7^^ K££%fc:*b9 

25 fca>#7t 0 Mim&m 16 ^^i~ 0 ^-^-fi. sp^ft mmUM) &a?i- 0 ® 15 

*5<ttl«|l| 16(0?*— p73a l£ fcJS p73 0 i^^^^S MDM2 ^E— 
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3oJ;TJ«Bax 7n*- O^SSttfi. ANp73a *fcf* ANp73j3 XC^oXW/P 

££>^ SAOS-2 MM^^W^^fv^ $ K(p53 N p73a N p73 j3 , ANp73o! v *5 
cttJ 5 ANp73j3)<D lStfd4 2ti s ANp73 ^n^r— ^ — Sr^-fr Ut$— ^=7 
Kttt>t*h7^7x^ hLTCo f7^7x^^ 3 ^<£> 48 B#Hg^ /V- 
ifT;yi?-r^/Wfc 0 ^^0 17^^ -t 2 -^-^ sp^tf (tl^ 
MM) Sr^-To ANp73 ^n^r— ?&f4te\ ANp73a ^fcte ANp73j3 
p73a £fctep73/3 £r^m £ S ^ b < ^1 £ ^^.§ o 
fif IB<£>f£;fjt:f3\ p73 a ^ ? R W^l^if^ $ it 5 £ N ANp73 (^^^ 

(HJfifBJ 5 ) ANp73 p-73 ^fcte^^^^^^ttTsK ^(DRg. 

SK-N-BE lfflfl£(2xl0 4 /!7J^):i: Ad-p73a (M01:l0) t Ad- ANp73 a (0 N 1 N 2, 5, 
10 N 20 MOI) i:-C*^^$*fc 0 ^^48BfP^^ N £#IBJ5£#C& MTT ;y-tr-f 
-?M5£L-/c 0 |#m^Hl8^-r o ^!7{i. »I© lacZ [aSliiit^LT 
<^2^&4l#«(D% (6!H©t*^05p^jt:(±^!p^^jt)) -g^-fo ANp73a 

o t--<7^_h^.-f-§ ^ v P 73 a izmmisnz r-m ^ t 

SH-SY5Y IfBJJg (5xl0 3 / ?7 ^/l^) £ Ad-lacZ ^ fz. \t Ad- A Np73 a. (MOI : 10) "Ci&ffe $ 
«*6R#5gfl, ^OliaJ3a^v'^^7^ : ->' (0, 5. 10, 25/zM<£>2g^) -C24 
^m.^m bfc 0 ^#|P3Mtr MTT4=#T ^-fe-T -T?M^Ufc 0 ^^lll 19 fc^o 

6 0©^©W (±l?it«) ^i~ 0 ££>M, Ad-lacZ 
Ad- A Np73 a MOI : 10) ~e^^ $ -frfcJitt 25 n M ^ 7 f- is t ®m 24 H#Ph1 
b & <D Sr * K7F-fo SH-SY5Y j$BJJ&<£> Vff ^ h 

— ^ ANp73 a «fc oT|a$ &m 6> i: ft o fc„ 

(§fffi^) 
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